Introduction
This paper introduces P1496, a new drug with oestrogenic activity but unrelated to any steroidal oestrogen. Its chemical structure is shown in the figure. According to Sandoz, the manufacturers, the oestrogen activity of this non-steroid These groups were given scores of 1, 2, and 3 respectively and multipled by a factor of 6 to give an assessment allowing of statistical analysis (Kupperman et al., 1953) .
Vaginal smears for hormonal cytology were taken with an Ayre's spatula from the upper third of the right lateral vaginal wall and immediately fixed and stained by the method of Papanicolaou. A total of 500 cells were counted and the maturation index obtained.
Plasma concentrations were measured by the following methods. Cholesterol by the method described by Pearson et al. (1953) , as modified by Duncan (1959) (normal 150-250 mg/100 ml). Calcium by high atomic absorption specrophotometry (normal 8-5 to 10-6 mg/100 ml). Inorganic phosphorus by the standard clinical method of Fiske and Subarrow (1929) (normal 2-8 to 4-5 mg/100 ml). Alkaline phosphatase by autoanalyzer using phenolphthalein monophosphate as substrate with results corrected to Bodansky-Reinhart units (normal less than 12 B.R.U.).
Serum protein bound iodine estimations were made by automatic digestion on the Technicon AutoAnalyzer (Riley and Gochman, 1964 (Dowling et al. 1956 ), and in normal significant subjects when given stilboestrol, oestradiol benzoate, or mestranol F oestrogen. (Dowling et al. 1960; Gow and MacGillivray, 1971 (Utian, 1972b) . Plasma calcium changes with ntage Changes oestrogen therapy are important because of the possible relation-;phorus in the ship to the development of osteoporosis (Nordin, 1971; Utian, 1971) . P1496 produced a significant reduction in plasma calcium, and this oestrogenic effect has been shown by Frost Significance (1961) and Lafferty et al. (1964) to be due primarily to reduced bone resorption. Conjugated oestrogens have been shown to be very effective in reducing plasma calcium levels (Utian, 1972c explained. There were, moreover, minimal changes in the plasma inorganic phosphorus levels with both oestrogens used. The 
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The absence of any venous thromboembolic disease in this series contrasts with the exceptionally high incidence (1600) in Notelowitz, personal communication, 1972 ) the safety of non-steroidal over steroidal oestrogens has yet to be proved. Moreover, the relation between any oestrogen and thromboembolic disease has yet to be fully elucidated (Drill and Calhoun, 1972 (Oyama et al., 1968) or by spinal block used alone (Johnston, 1964) .
We have studied the effects of epidural blockade in combination with general anaesthesia on the adrenocortical response to major surgery.
Method
Eighteen women undergoing abdominal hysterectomy were studied, whose only abnormalities were gynaecological. They were divided into three consecutive groups of six-group A receiving general anaesthetic alone, group B receiving general anaesthetic plus a single dose epidural block, and group C receiving general anaesthetic and a prolonged epidural block. All surgery was performed before 11 a.m. In group A, receiving general anaesthetic only, tubocurarine 30 mg was given before tracheal intubation and the respiration controlled. The two other groups were allowed to breathe spontaneously without intubation. Lumbar epidural block was performed in the lateral position (20 ml 2% lignocaine). Group C had an epidural catheter inserted, and 90 minutes after the initial injection they were given 10 ml of 0 5% bupivacaine (without adrenaline). This produced sensory loss for up to four hours-that is, well into the postoperative period.
Venous blood (control sample) was withdrawn just before premedication (intramuscular diamorphine 5 mg and atropine 0-6 mg) which was given one hour before surgery. A further blood specimen was taken just before induction of general anaesthesia (thiopentone 500 mg followed by nitrous oxide, oxygen, and 1% halothane).
Further blood specimens were obtained immediately before the surgical incision and at 15-minute intervals during the operation. The length of operation was from 60 to 100 minutes
